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REMARKS 



Claims 1 and 4 to 24 pending in this application. Claims 1, 4 to 6, and 13 to 22 stand 
rejected and claims 7 to 12, 23, and 24, claims 13 to 14 are newly objected to, and claims 7 to 
12, 23, and 24 stand withdrawn from consideration. Applicants are herein canceling claims 7 
to 12, 23, and 24, without prejudice or disclaimer, and amending claims 1, 13, and 14. 
Applicants request entry of the amendment and reconsideration of the outstanding rejections. 

Amendments to the Claims 

Applicants are herein canceling claims 7 to 12, 23, and 24, without prejudice or 
disclaimer. Applicants explicitly reserve the right to file one or more divisional applications 
to the cancelled subject matter. 

Applicants are herein amending claim 1 to delete reference to "or preventing," 
without prejudice or disclaimer Applicants submit that no new matter is introduced by the 
amendments to the claims. Applicants explicitly reserve the right to file one or more 
continuing applications to the cancelled subject matter. 

Applicants are herein amending claims 13 and 14 to correct the multiple dependency. 
Applicants submit that no new matter is introduced by the amendments to the claims. 

Applicants request the entry of the amendment under 37 C.F.R. § 1.116(b) because 
the amendments to the claims either cancel claims, comply with requirements of form 
expressly set forth in a previous Office Action, or present the rejected claims in better form 
for consideration on appeal. 
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Rejections under 35 U.S.C. § 112, First Paragraph 



Claims 1 to 6 and 13 to 22 



Claims 1, 4 to 6, and 13 to 22 are rejected under 35 U.S.C. § 112, first paragraph, as 
allegedly non-enabled. Specifically, the Office is challenging the enablement of the 
prevention of vasomotor symptoms. Applicants respectfully traverse the enablement 
rejection. 

Applicants submit that Example 2 and Figures 2A and 2B show that the 
administration of the combination of the NRI and 5HT 2a receptor antagonist prior to the 
onset of the vasomotor symptoms actually prevents the vasomotor symptoms. Therefore, 
claims directed to methods of treating or preventing vasomotor symptoms is enabled. 

However, without conceding the merits of the rejection and solely for the purpose of 
expediting prosecution, applicants are amending claim 1 to delete "or preventing," without 
prejudice or disclaimer, thereby rendering moot the enablement rejection. 

Accordingly, applicants request withdrawal of the rejection of claims 1, 4 to 6, and 13 
to 22 to 22 under 35 U.S.C. § 1 12, first paragraph. 

Rejections under 35 U.S.C. § 103(a) 



Claims 1 and 13 to 18 stand rejected under 35 U.S.C. § 103(a) over Berendsen, 
Maturitas, Volume 36, pages 155-164, 2000 ("Berendsen reference"). Applicants 
respectfully traverse the rejection. 



Claims 1> 3, and 13 to 18 
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Applicants submit that it has not been established in the Office Action that the claimed 
invention is prima facie obvious. To establish a proper prima facie rejection, the following 
elements must be shown: 

(1) the reference(s) is (are) available as prior art against the claimed invention; 

(2) the motivation (explicit or implicit) provided by the reference(s) that would have 
rendered the claimed invention obvious to one of ordinary skill in the art at the time of 
the invention; 

(3) a reasonable expectation of success; 

(4) the basis for concluding that the claimed invention would have been obvious to do, 
not merely obvious to try; and 

(5) the reference(s) teach(es) the claimed invention as a whole. 

Applicants submit that elements 2, 3, 4 and 5 have not been established. Hence, a prima 
facie obviousness rejection is improper. In re Grabiak, 769 F.2d 729, 733, 226 U.S.P.Q. 870, 
873 (Fed. Cir. 1983). 

Claim 1 is directed to the use of a combination of two separate compounds - one an 
NRI and the other a 5-HT 2a antagonist. The Berendsen reference discloses the use of either 
venlafaxine (an NRI/SRI not an NRI) or mirtazapine (a 5HT 2 receptor blocker) individually 
for the treatment of hot flush, as recognized by the Office. The Office reasons if the 
compounds are useful for the treatment of hot flush individually, the use of the two 
compounds in combination would have been obvious. Applicants submit that there is no 
motivation to modify the cited reference to achieve applicants' claimed invention, as urged 
by the Office. And, even if the cited reference were modified as urged by the Office, the 
claimed invention would not be achieved, as described more fully below. 

First, venlafaxine is an NRI/SRI not an NRI, as required by claim 1, as amended. 
Thus, even if the select teachings are extracted from the Berendsen reference, the required 
combination of an NRI and a 5HT2 a receptor antagonist is not obtained. 
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Second, there is conflicting information of whether 5HT 2 receptor antagonists abate or 
cause hot flush. While the Berendsen reference indicates that mirtazapine reduces the 
frequency and intensity of hot flush, other data indicates that 5HT2 a antagonists cause the hot 
flush. In Example 1, MDL- 100907, a 5HT 2a receptor antagonist, induces hot flush, which is 
abated by DOI, a 5HT 2a receptor agonist. In Example 2, MDL- 100907 induced a significant 
increase in tail skin temperature (TST) prior to administration of naloxone and even enhanced 
the naloxone-induced hot flush. At best, a skilled artisan would have conflicting information 
with respect to the usefulness of a 5HT 2a receptor antagonist in treating hot flush and 
therefore would not have a reasonable basis for concluding that the claimed invention would 
have been obvious to do. 

Third, applicants submit that the Office has not established that there would be a 
reasonable expectation of success of using a combination of an NRI and a 5-HT 2a receptor 
antagonist to treat hot flush. Because high doses of NRI cause side effects, a skilled artisan 
would avoid the addition of other compounds that might further exacerbate these side effects. 
Thus, the prior art teaches away from making and using the claimed combination to treat hot 
flush. It was the applicants who discovered that using NRI compounds in combination with a 
5-HT 2a receptor antagonist surprisingly resulted in such benefits as clearer dose-related 
definitions of efficacy, diminished reported side effect, superior therapy due to enhanced 
activity, and accordingly, an improved therapeutic index. For example, high doses of NRIs 
(e.g. 300-500 mg/day; desipramine) or NRI/SRI (e.g. 20 mg/day; fluoxetine) alone can 
induce vomiting, nausea, sweating, and flushes (See, Janowsky, et al., Journal of Clinical 
Psychiatry, 1984. 45(10 Pt 2): pages 3 to 9). 

Furthermore, applicants submit that it is impermissible for the Office to use the 
claimed invention as an instruction manual or "template" to piece together the teachings of 
the prior art so that the claimed invention is rendered obvious. In re Fritch, 972 F.2d 1260, 
23 USPQ.2d 1780 (Fed. Cir. 1992). The Office cannot use hindsight reconstruction to pick 
and choose among isolated disclosures in the prior art to deprecate the claimed invention. In 
re Fine, 837 F.2d 1071, 1075, 5 USPQ.2d 1596, 1600 (Fed. Cir. 1988). Applicants submit 
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that the Office is engaging in the impermissible hindsight construction of the applicants' 
claimed invention. 

In view of the foregoing arguments, applicants submit that the Office has failed to 
establish a proper prima facie obviousness rejection and, therefore, requests the Office to 
withdraw the rejection of claims 1 and 13 to 18 are rejected under 35 U.S.C. § 103(a) over 
the Berendsen reference. 



Claim 5 is rejected under 35 U.S.C. § 103(a) over the Berendsen reference in view of 
WO 91/18602. Applicants respectfully traverse the rejection. 

Claim 5 depends from claim 1 and specifies the 5-HT 2a receptor antagonist. 
Applicants submit that WO 91/18602 does not remedy the deficiencies of the Berendsen 
references. Therefore, the combination of the Berendsen reference and WO 91/18602 does 
not render claim 5 obvious. Accordingly, applicants request the Office to withdraw the 
rejection of claim 5 under 35 U.S.C. § 103(a) over the Berendsen reference in view of WO 



Claims 4 and 21 to 22 are rejected under 35 U.S.C. § 103(a) over the Berendsen 
reference in view of Steams, Annals of Oncology, Volume 11, pages 17 to 22, 2000 ("Steams 
reference") in further view of Janowsky, Journal of Clinical Psychiatry, Volume 45, Number 
10, pages 3 to 7, 1984 ("Janowsky reference"). Applicants respectfully traverse the rejection. 

Claim 4 depends from claim 1 and specifies the NRI. Applicants submit that the 
Steams and Janowsky references do not remedy the deficiencies of the Berendsen references. 
Therefore, the combination of the Berendsen reference with the Steams and Janowsky 



Claim 5 



91/18602. 



Claims 4 and 21 to 22 
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references does not render claim 4 and its dependent claims 21 to 22 obvious. Accordingly, 
applicants request the Office to withdraw the rejection of claims 4 and 21 to 22 under 35 
U.S.C. § 103(a) over the Berendsen reference in view of the Steams and Janowsky 
references. 



Claim 6 is rejected under 35 U.S.C. § 103(a) over the Berendsen reference in view of 
the Steams reference in further view of the Janowsky reference and WO 91/18602. 
Applicants respectfully traverse the rejection. 

Claim 6 depends from claim 1 and specifies both the NRI and 5HT 2a receptor 
antagonist. Applicants submit that none of the Steams reference, the Janowsky reference, 
and WO 91/18602 remedies the deficiencies of the Berendsen references. Therefore, the 
combination of the Berendsen reference with the other three references does not render claim 
6 obvious. Accordingly, applicants request the Office to withdraw the rejection of claim 
6under 35 U.S.C. § 103(a) over the Berendsen reference in view of the Steams reference, the 
Janowsky references and WO 91/18602. 



Claims 19 to 20 are rejected under 35 U.S.C. § 103(a) over the Berendsen reference in 
view of Quella, Journal of Urology, Volume 162, pages 98 to 102 ("Quella reference"). 
Applicants respectfully traverse the rejection. 

Claims 19 and 20 depend from claim 1 and specifies that the subject is a male patient 
and that the male patient is male patient is naturally, chemically or surgically andropausal, 
respectfully. Applicants submit that the Quella reference does not remedy the deficiencies of 
the Berendsen references. Therefore, the combination of the Berendsen reference and the 
Quella reference does not render claims 19 and 20 obvious. Accordingly, applicants request 



Claim 6 



Claims 19 to 20 



Page 10 of 11 



DOCKET NO.: AMI 01222 US (WYNC-0714) PATENT 
Application No.: 1 0/685,974 REPLY FILED UNDER EXPEDITED 

Office Action Dated: June 5, 2007 PROCEDURE PURSUANT TO 

37 CFR§ 1.116 

the Office to withdraw the rejection of claims 19 and 20 under 35 U.S.C. § 103(a) over the 
Berendsen reference in view of the Quella reference. 



Conclusions 



Applicants request: 

(1) entry of amendments to the claims; 

(2) reconsideration and withdrawal of the rejections of claims 1, 4 to 6, and 13 to 22, as 
amended; and 

(3) allowance of claims 1, 4 to 6, and 13 to 22. 

If the Examiner is of a contrary view, the Examiner is requested to contact the undersigned 
attorney at (404) 459-5642. 



Date: August 6, 2007 



/WpnHy A ChnV 



Wendy A. Choi 
Registration No. 36,697 



Woodcock Washburn LLP 
Cira Centre 

2929 Arch Street, 12th Floor 
Philadelphia, PA 19104-2891 
Telephone: (215) 568-3100 
Facsimile: (215) 568-3439 
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